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To determine target organ toxicity in mice exposed to H-28308 orally for 7 days.

STUDY DESIGN

Test Substance:

Lot/Batch Number:

Purity:

Species:

Strain:

Gender:

Age at start:
Group Size:
Dose Levels:
Route:

Dosing Volume:
Dose Vehicle:

Dosing Frequency:

HFPO Dimer Acid Ammonium Salt

E1131181-6

86.6% (dose corrected for purity)

Mouse

Crl:CD1(ICR)

Male

~6 weeks
5 males
30 mg/kg

Oral gavage

10 mL/kg
Water

Daily, Day 0-Day 6
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PARAMETERS

Clinical signs, body weight, necropsy, organ weight, and histopathology.
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RESULTS

The summary and individual pathology results are provided in Appendix A

Dose (mg/kg/day) 30
Deaths: 0/5
Comment: No deaths.

Clinical Signs: 0/5
Comment: No treatment-related clinical signs

Body Weights: The mean body weight of the test animals on test day 7 was

105.4 £ 3.0% of control. Body weight effects compared to controls on

test day 7 were significant in the 2-sample t-test (p<0.05).

Dose (mg/kg/day) 0 30

Gross Path No visible lesions No visible lesions

Final Body Weight (g) 32.9 34.7

1.1(5) 1.0(5)

105%

Absolute Liver (g) 1.807 3.920
0.165 (5) 0.161(5)

217%

Liver/Brain % 386.305 881.997

71.174(5) 77.505(5)
228%

Liver/Body % 5.489 11.298

0.500 0.579(5)
206%

Comment: Bold indicates statistically different from controls. Statistically significant
and test substance-related organ weight changes were limited to the liver,
which had approximately 2-fold elevations in all liver weight parameters.

Dose (mg/kg/day) 0 30

Histopath

Comment: Test substance-related microscopic changes were limited to the liver and

included the following: minimal single cell necrosis of hepatocytes,
moderate hepatocellular hypertrophy, and moderate increases in mitotic
figures. These changes occurred in mice administered the 30 mg/kg/day
dose and were not seen in controls. Minimal vacuolation of hepatocytes
was present in 1/5 treated mice. It is uncertain as to whether this change is
test substance related.
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Appendix A
Summary and Individual Animal Pathology Data
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Mean Final Body and Organ Weights from Male Mice

Goup 1
0 ng/ kg/ day

G oup 2
30 ng/ kg/ day

MEAN FI NAL BODY AND ABSOLUTE ORGAN WEI GHTS (gr ans)

BRAI N 0.474 0.
0. 039(5) 0.
HEART 0.173 0.
0. 024(5) 0.
Kl DNEYS 0. 566 0.
0. 027(5) 0.
LI VER 1. 807 3.
0. 165(5) 0.
SPLEEN 0. 190 0.
0. 249(5) 0.
TESTES 0. 200 0.
0. 013(5) 0.
THYMUS 0. 055 0.
0. 010(5) 0.

FI NAL BODY WEI GHT (granmns)
32.9 34.
1.1(5) 1.

MEAN RELATI VE ORGAN VEI GHTS (% of body wei ght)

BRAI N/ 1. 440 1.
FI NAL BODY * 100 0. 139( 5) 0.
HEART/ 0. 524 0.
FI NAL BODY * 100 0. 070( 5) 0.
KI DNEYS/ 1.719 1.
FI NAL BODY * 100 0. 104( 5) 0.
LI VER/ 5. 489 11.
FI NAL BODY * 100 0. 500( 5) 0.
SPLEEN/ 0.575 0.
FI NAL BODY * 100 0. 745(5) 0.
TESTES/ 0. 606 0.
FI NAL BODY * 100 0. 032(5) 0.
THYMUS/ 0. 166 0.
FI NAL BODY * 100 0. 028(5) 0.

447
036(5)

173
018(5)

601
041(5)

920*
161(5)

083
009( 5)

212
025( 4)

043
018(5)

7*
0(5)

289
130( 5)

497
046( 5)

732
140( 5)

298*
579( 5)

240
029( 5)

611
065( 4)

124
051( 5)
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MEAN RELATI VE ORGAN VEI GHTS (% of brai n wei ght)

HEART/
BRAIN * 100

Kl DNEYS/
BRAIN * 100

LI VER/
BRAIN * 100

SPLEEN
BRAIN * 100

TESTES/
BRAIN * 100

THYMJS/
BRAIN * 100

36.
4.

120.
11.

386.
71.

39.
50.

537
772(5)

075
333(5)

305
174(5)

472
256( 5)

. 263
. 855(5)

. 750
. 007(5)

134.
. 832(5)

881.
77.

. 896
. 547(5)

875

997@
505( 5)

. 624
. 454( 5)

.195
. 575( 4)

. 698
. 103(5)

Data arranged as:

Mean

St andard devi ati on (Nunmber of values included in calculation)

* Statistically significant difference fromcontrol at p < 0.05 by Dunnett/ Tamhane- Dunnett

test.

@ Statistically significant difference fromcontrol at p < 0.05 by Dunn's test.
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Incidences and Lesion Grades of Microscopic Findings in Male Mice

Neoplastic and Non-Neoplastic Lesions
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I ndi vi dual Ani nal Final Body and Organ Wi ghts

Bodywt Brain Heart Ki dneys Liver Spleen Testes Thynus

Group Ani nal g g g g g g g g
Sex Nunber

im 101 33.3 0.491 0.215 0.535 1.777 0.635 0.209 0.043
102 32.1 0.489 0.161 0. 547 1.740 0.077 0.197 0.050
103 32.6 0.411 0.158 0.564 2.071 0.081 0.179 0.065
104 32.0 0.513 0.164 0. 603 1.624 0.082 0.199 0.051
105 34.7 0.464 0.165 0.579 1.825 0.077 0.214 0.065
Mean 32.94 4736 1726 5656 1.8074 1904 0.1996 0548
S. D 1.11 0.0391 0.0239 0.0268 0.1650 0.2485 0.0135 0.0098

N 5 5 5 5 5 5 5 5
2m 201 35.2 0.399 0.159 0.560 4.039 0.067 NW  0.045
202 34.0 0.489 0.165 0.587 4.001 0.088 0.225 0.033
203 33.4 0.469 0.165 0.645 3.903 0.087 0.185 0.047
204 35.3 0.424 0.203 0.569 3.647 0.088 0.196 0.021
205 35.7 0.452 0.171 0.643 4.010 0.086 0.240 0.070
Mean 34.72 0.4466 0.1726 0.6008 3.9200 0.0832 0.2115 0.0432
S. D 0.97 0.0357 0.0175 0.0406 0.1610 0.0091 0.0254 0.0183

N 5 5 5 5 5 5 4 5

NW = Not Wei ghed
Nom nal Dose: Goup 1 - O ng/kg/day Group 2 - 30 ng/ kg/ day
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I ndi vi dual Ani nal Final Body and Organ Wi ghts

Brai n
%-BW

Hear t Ki dney
%-BW %-BW

Li ver
%-BW

Spl een
%-BW

Testes
%-BW

Thynus
%-BW

2m 201

NW = Not Wei ghed

Nom nal Dose: Goup 1 - O ng/kg/day

6456 1. 6066 5
5016 1.7040 5
4847 1.7301 6
5125 1.8844 5
4755 1.6686 5
52398 1.71874 5
06949 0.10354 0
5 5

4517 1. 5909 11
4853 1. 7265 11
4940 1.9311 11
5751 1.6119 10
4790 1.8011 11
49702 1.73230 11
04643 0. 14034 0
5 5

Group 2 - 30 ngy/ kg/ day

-10 -
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I ndi vi dual Ani nal Final Body and Organ Wi ghts

Hear t Ki dney Li ver Spl een Test es Thynus
9%Br ai n 9%Br ai n 9%Br ai n 9%Br ai n 9Br ai n 9Br ai n
G oup Aninal
Sex Nunmber
im 101 43.7882 108. 9613 361. 9145 129. 3279 42. 5662 8. 7576

102 32.9243 111. 8609 355. 8282 15.7464  40. 2863 10. 2249
103 38.4428 137. 2263 503. 8929 19. 7080  43.5523 15. 8151
104 31.9688 117. 5439 316. 5692 15. 9844 38. 7914 9. 9415
105 35.5603 124. 7845 393. 3190 16.5948  46.1207 14. 0086

S. D 4.77195 11.33290 71.17395  50.25594  2.85462  3.00738
N 5 5 5 5 5 5
2m 201 39. 8496 140. 3509 1012. 2807 16. 7920 NW  11.2782

S. D 5. 54679 8. 83196 77.50544 1.45414 5.57466  4.10265
N 5 5 5 5 4 5
NW = Not Wei ghed
Nom nal Dose: Goup 1 - O ng/kg/day Group 2 - 30 ngy/ kg/ day
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